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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated cycloalkyl; R6-R9 = H, alkyl, (un) saturated cycloalkyl, 

etc . ; 

A = CHR18, CHR18CH2; B = alkyl, (un) saturated cycloalkyl, etc.; R10 = H, 
alkyl, (un) saturated cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, 
etc.; NR10R11 = (un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated 
cycloalkyl, etc.] with neuropeptide Y-receptor affinity, preferably 
neuropeptide Y5-receptor affinity, and at least one compound with 5-HT6 
receptor affinity (such as II [Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, 



(un) saturated (hetero) cycloalkyl, etc.; R3 = H, alkyl; R4, R5 = H, alkyl; or 
NR4R5 = (un) saturated heterocyclyl ; A = (un) substituted (hetero) aryl; n = 

0- 4] ) , a medicament comprising said active substance combination, and the 
use of said active substance combination for the manufacture of a medicament. 
Synthesis of amides I and sulfonamides such as II is described in 
examples. E.g., a multi-step synthesis of III.HC1, starting from 

1- (tert-butoxycarbonyl) -4-piperidinone and Me anthranilate, was given. 
The amides I and sulfonamides such as II were tested against neuropeptide 
Y5 and 5-HT6 binding (data given for representative compds . ) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated (hetero) cycloalkyl; R6-R9 = H, alkyl, (un) saturated 
(hetero) cycloalkyl, etc.; A = CHR18, CHR18CH2; R10 = H, alkyl, (un) saturated 
cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, etc.; NR10R11 = 
(un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated cycloalkyl, etc.] 

with 

neuropeptide Y-receptor affinity, preferably neuropeptide Y5-receptor 
affinity, and at least one compound with 5-HT6 receptor affinity (such as II 
[Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, ( un ) saturated (hetero) cycloalkyl, etc.; 



R3 = H, alkyl; R4, R5 = H, alkyl; or NR4R5 = (un) saturated heterocyclyl ; A = 
(un) substituted (hetero) aryl; n = 0-4]), a medicament comprising said 
active substance combination, and the use of said active substance 
combination for the manufacture of a medicament. Synthesis of amides I and 
sulfonamides such as II is described in examples. Thus, reacting 
6-chloro-l- ( 4-piperidinyl ) -1 , 4-dihydro-2H-3 , 1-benzoxazinone hydrochloride 
with 2- (2-chloroacetamide) -2 ' , 5-dichlorobenzophenone in the presence of 
K2C03 in DMF followed by treating of the free base with HCl/EtOH afforded 
61% III.HC1. The amides I and sulfonamides such as II were tested against 
neuropeptide Y5 and 5-HT6 binding (data given for representative compds . ) . 
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AB Title compds . I [Rl = NR8R9 radical or a (un) saturated, optionally at least 
monosubstituted cycloaliph. radical which may contain at least one 
heteroatom; R2-5,7 independently = H, halo, N02, alkoxy, etc.; R6 = H or 
(un) saturated aliphatic radical optionally at least monosubstituted; R8 and R9 

H or (un) saturated aliphatic radical optionally at least monosubstituted with 
provisions, or R8 and R9 together with the N atom form a (un) saturated 
heterocyclic ring optionally at least monosubstituted; A = mono or 
polycyclic aromatic ring system which may be bonded via (un) substituted 
alkylene, alkenylene or alkynylene group; n = 0-4] , and their 
pharmaceutically acceptable salts, are prepared and disclosed as useful for 
medicaments in human and/or veterinary therapeutics for diseases/disorders 
related to 5-HT6 receptor. Thus, e.g., II was prepared by the reaction of 

5- chloro-3-methylbenzo [b] thiophene-2-sulf onyl chloride with 

6- amino-l- ( 2-dimethylaminoethyl ) -lH-indole . Selected compds. of the 
invention were evaluated for binding with 5-HT6 receptor; % inhibition 
values reported to range from 86.9-98.6 at 10-6M concns. 

IT 753020-88-1P 753020-90-5P 753020-91-6P 
844477-59-4P 844477-64-1P 844477-68-5P 
844477-70-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses ) 

(drug candidate; preparation of indol-6-ylsulf onamide derivs. as 5-HT6 
receptor modulators) 
RN 753020-88-1 CAPLUS 

CN Imidazo [2, 1-b] thiazole-5-sulf onamide, 6-chloro-N- [ 1- [ 2- 
(dimethylamino) ethyl] -lH-indol-6-yl ] - (CA INDEX NAME) 




RN 753020-90-5 CAPLUS 

CN 1-Naphthalenesulf onamide, N- [1- [2- (dimethylamino ) ethyl] -lH-indol-6-yl ] - 



(CA INDEX NAME ) 




RN 753020-91-6 CAPLUS 

CN 2-Naphthalenesulfonamide, N- [1- [2- (dimethylamino ) ethyl ] -lH-indol-6-yl ] - 
(CA INDEX NAME) 




RN 844477-59-4 CAPLUS 

CN Benzo [b] t hi ophene- 2 -sulfonamide, 5-chloro-N- [ 1- [ 2- (dimethylamino) ethyl] -1H- 
indol-6-yl] -3-methyl- (CA INDEX NAME) 




RN 844477-64-1 CAPLUS 

CN [1,1' -Biphenyl] -4-sulf onamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-6- 
yl]- (CA INDEX NAME) 




RN 844477-68-5 CAPLUS 

CN Benzenesulf onamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-6-yl ] -4-phenoxy- 
(CA INDEX NAME) 




RN 844477-70-9 CAPLUS 

CN Benzenesulf onamide, 3, 5-dichloro-N- [1- [2- (dimethylamino ) ethyl] -lH-indol-6- 
yl]- (CA INDEX NAME) 
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AB Based on a medicinal chemical guided hypothetical pharmacophore model, novel 
series of indolyl sulfonamides have been designed and prepared as selective 
and high-affinity serotonin 5-HT6 receptor ligands. Furthermore, based on 
a screening approach of a discovery library, a series of 
benzoxazinepiperidinyl sulfonamides were identified as selective 5-HT6 
ligands. Many of the compds . described in this paper possess excellent 
affinities, displaying pKi values greater than 8 (some even >9) and high 
selectivities against a wide range (>50) of other CNS relevant receptors. 
First, structure-affinity relationships of these ligands are discussed. 
In terms of functionality, high-affinity antagonists, as well as agonists 
and even partial agonists, were prepared Compds. 19c and 19g represent the 
highest-affinity 5-HT6 agonists ever reported in the literature. These 
valuable tool compds. should allow for the detailed study of the role of 
the 5-HT6 receptor in relevant animal models of disorders such as 
cognition deficits, depression, anxiety, or obesity. 
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RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PRP 
(Properties); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(medicinal chemical driven approaches toward novel and selective serotonin 
5-HT6 receptor ligands) 
RN 753020-88-1 CAPLUS 

CN Imidazo [2, 1-b] thiazole-5-sulf onamide, 6-chloro-N- [ 1- [ 2- 
(dimethylamino) ethyl] -lH-indol-6-yl] - (CA INDEX NAME) 




RN 753020-89-2 CAPLUS 

CN Benzo [b] thiophene-2-sulf onamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-6- 
yl] -3-methyl- (CA INDEX NAME) 



CH2-CH2-NMe2 



RN 753020-90-5 CAPLUS 

CN 1-Naphthalenesulfonamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-6-yl] - 
(CA INDEX NAME) 




RN 753020-91-6 CAPLUS 

CN 2-Naphthalenesulf onamide, N- [1- [2- (dimethylamino) ethyl] -lH-indol-6-yl ] - 
(CA INDEX NAME) 



Me2N-CH2-CH2 




RN 753020-93-8 CAPLUS 

CN Benzo [b] t hi ophene- 2 -sulfonamide, 5-chloro-N- [ 1- [ 2- (dimethylamino) ethyl] -2- 
methyl-lH-indol-6-yl] -3-methyl- (CA INDEX NAME) 
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